Background and objective
Results
Twenty-two studies were included. The summary RRs (95% CI) associated with ever, current and former smokers for acute and chronic pancreatitis (AP/CP) were as follows: 1.51 (1.10, 2.07)/3.00 (1.46, 6.17), 1.42 (1.08, 1.87)/2.72 (1.74, 4.24), and 1.22 (0.99, 1.52)/1.27 (1.00, 1.62), respectively. Moreover, studies that analyzed both AP and CP were also summarized: 1.73 (1.18, 2.54) for ever smokers, 1.67 (1.03, 2.68) for current smokers and 1.56 (1.16, 2.11) for former smokers, respectively. There was no evidence of publication bias across the studies.
Conclusion
The evidence suggests a positive association of cigarette smoking with the development of pancreatitis. It is possible that smoking cessation may be a useful strategy for the management of pancreatitis.
Introduction
The incidence of acute pancreatitis (AP) and chronic pancreatitis (CP) has increased in recent decades [1] [2] [3] . AP is defined as an acute inflammatory process of the pancreas and is a frequent cause of hospitalization in the USA [4] . The premature activation of proenzymes within the pancreas is generally accepted as the cause of AP. Cholelithiasis, excessive alcohol intake, hyperlipidemia, pancreatic trauma, infections, and medications are the well-documented risk factors [1] [2] [3] . Abundant data indicate that AP progresses to recurrent AP and then to CP in a disease continuum [4] . Although the incidence of CP is lower, patients with CP have a lower quality of life and shorter lifespan than the general population [4] .
Cigarette smoking is a well-established risk factor for the development of pancreatic cancer [5] . However, the reported correlations between smoking and pancreatitis risk are inconsistent : some studies showed a positive correlation [6] [7] [8] [11] [12] [13] [14] [15] 17, [19] [20] [21] [22] [23] [24] 27] , whereas others failed to demonstrate such an association [9, 10, 16, 18, 25, 26] . This lack of consistency across studies may be due to differences in study populations, differences in methodology or exposure definitions, variations in the quantity of cigarettes consumed, or a shortage of data on confounding factors. Additionally, alcohol intake may confound the correlation between smoking and pancreatitis because individuals who drink alcohol also often smoke and vice versa. Several experimental studies have shown that smoking induces pathological and functional changes in the exocrine pancreas. Nicotine induces damage through signal transduction pathways in pancreatic acinar cells, leading to elevated levels of intracellular calcium release and/or impaired pancreatic blood flow. Moreover, nicotine also alters gene expression in the exocrine pancreas, which affects the ratio of trypsinogen to its endogenous inhibitor [28] [29] [30] . One recent metaanalysis summarized the results from 12 studies and confirmed the detrimental effects of smoking on the pancreas [31] . The risk of CP was more than 2-fold greater among current smokers compared with never smokers. Also, a dose-response effect of smoking on CP risk was confirmed. However, this study was limited by the inappropriate inclusion of patients with AP and studies using unspecified definitions of CP, which may have biased the conclusions.
The knowledge that cigarette smoking is a potential risk factor for pancreatitis would allow preventive measures for high-risk patients and could lead to new intervention strategies. Therefore, we performed a meta-analysis to investigate the correlation between smoking and pancreatitis using recently published studies.
Methods

Search strategy and data extraction
We conducted this meta-analysis by following the Meta-Analysis of Observational Studies in Epidemiology guidelines [32] . Two investigators (Ye XH and Huai JP) independently performed a search of MEDLINE (from 1 January 1966 to 31 July 2014) and Embase (from 1 January 1974 to 31 July 2014) to identify potentially relevant articles. The following search terms were used: smoking ("tobacco", "cigarette", "smoke", "smoking"), and pancreatitis ("acute pancreatitis", "chronic pancreatitis", "pancreatitis"). Manual searches of the bibliographies from these potential articles were also conducted to identify additional studies relevant to the review. Only the citations from English-language literature that met the following inclusion criteria were included: (1) case-control or cohort design and published in manuscript form; (2) smoking included as an exposure of interest; (3) pancreatitis included as an outcome of interest; and (4) studies reported relative risks (RRs) or odds ratios (ORs) and their corresponding 95% confidence intervals (CI) of pancreatitis for different smoking categories. If multiple reports based on the same population were retrieved, the most informative study was selected. Studies were excluded if: (1) the definition of pancreatitis was not specified; (2) data were not metaanalyzable (such as letters, reviews, practice guidelines, editorials, case reports and consensus statements); or (3) duplicate reports.
Data were independently extracted by two authors (Ye XH and Huai JP) using a standardized data collection form. For each eligible study, the following data were extracted: first author's last name, publication year, location of the study population, study design, number of subjects, smoking categories (ever, current and former), variables adjusted in the analysis, and RR with corresponding 95% CI for each category of smoking exposure. If an RR was not reported, it was calculated using the original data (number of cases and control subjects exposed to smoking) from the study. Any disagreement was resolved by consensus.
Assessment of study quality
The well-established, validated Newcastle-Ottawa scale (NOS) was used for assessing the quality of the included studies [33] . It allocates a maximum of 9 points to each of three categories: (1) patient selection (three items); (2) comparability of the two study arms (two items); and (3) assessment of outcome (two items). Studies with 7-9 points were considered of high quality, studies with 5-6 points were considered of moderate quality, and studies with 0-4 points were considered of poor quality [34] . The NOS score was assessed independently by two reviewers. Discrepancies were resolved through discussions between the reviewers.
Statistical analyses
Different measures of risk were included in this meta-analysis: case-control studies (OR) and cohort studies (RR). Because clinical heterogeneity existed among the definitions of smoking, we calculated the summary RRs with their corresponding 95% CIs using a random-effects model [35] . When more than one category of smoking fell into the same level, we combined the corresponding RRs using the method of Hamling et al. [36] . If studies reported separate RRs for males and females, we calculated the pooled RR and its corresponding 95% CI. We conducted further analyses stratified by study design, geographic region, source, gender, etiology of pancreatitis, cigarette consumption, and adjustment for alcohol intake.
A dose-response meta-analysis of the correlation between smoking and the risk of pancreatitis was also performed using a generalized least-squares trend estimation analysis (GLST) [37, 38] . To determine the dose-response relationship, we included studies that reported at least three categories representing the levels of cigarette smoking and provided the number of cases and participants, the adjusted RR, and the corresponding 95% CI. The midpoint of each exposure category was assigned to each corresponding risk estimate. When the highest category was open-ended, we assumed that it had the same amplitude as the preceding category. If the lowest category was open-ended, then the lowest boundary was considered as zero.
Heterogeneity was evaluated using the Q-statistic and quantified using I 2 [39] . For the Q test, P < 0.10 was considered to imply statistical heterogeneity. I 2 is the proportion of total variation contributed by between-study variation. Publication bias was evaluated using Begg's funnel plot and Egger's test [40, 41] . All statistical analyses were performed using STATA software (version 12.0; College Station, Texas, USA).
other irrelevant articles. Of the remaining 34 articles, 12 articles were subsequently excluded from the meta-analysis. Three were duplicate reports based on the same study population, five were not meta-analyzable, and four did not evaluate the correlation between smoking and pancreatitis. As a result, 22 studies were identified in this meta-analysis (Fig 1) . The characteristics of the 22 included studies are listed in Table 1 . The studies were published between 1982 and 2014 and were performed in 10 countries. Of the 22 studies, 9 were conducted in the USA, 9 in Europe, 3 in Asia, and 1 in Australia. Fourteen studies recruited both male and female participants, and 5 studies included only men. Three studies did not report the number of male and female patients [17, 21, 26] . The number of patients in each study ranged from 36 to 1,000 and included 4,831 cases with pancreatitis. Adjustments were made for potential confounding factors in 13 of the 22 studies. Most of the included studies were of moderate-to-high quality (Table 2 ).
Smoking and AP
Eleven studies that included 2,703 patients investigated the correlation between smoking and the development of AP (Fig 2) [11, 13, [17] [18] [19] [20] [21] [23] [24] [25] 27] . Study data were collected from 1996 to 2014. The meta-analysis of ever (versus never) smokers included eight studies [11, [17] [18] [19] [20] [21] 25, 27] . The summary RR associated with ever smoking was 1.51 (95% CI: 1.10, 2.07), and there was For case-control studies: (Ia) cases with independent validation; (Ib) consecutive or representative cases; (Ic) community controls; (Id) controls with no history of pancreatitis; (IIa) study controls were comparable for age and gender; (IIb) study controls were comparable for all additional factor(s) reported;
(IIIa) the same method of ascertainment was used for cases and controls; (IIIb) assessment of exposure was from a secure record; and (IIIc) the nonresponse rate was similar for both groups. For cohort studies: (Ia) the exposed cohort was representative of the population; (Ib) the non-exposed cohort was drawn from the same population; (Ic) the exposure ascertainment was from secure records or a structured interview; (Id) pancreatitis was not present at start of the study; (IIa) the cohorts were comparable for age and gender; (IIb) the cohorts were comparable for all additional factor(s) reported; (IIIa) cases were assessed from a secure record; (IIIb) follow-up was long enough for pancreatitis to occur; and (IIIc) follow-up was complete. NOS: NewcastleOttawa score.
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Smoking and Pancreatitis significant heterogeneity among studies (Q = 32.50, P < 0.001, I 2 = 78.5%). Nine studies analyzed current (versus never) smokers [13, [17] [18] [19] [20] [21] [23] [24] [25] , and the combined results indicated that current smokers were also more likely to develop AP (RR = 1.42, 95% CI: 1.08, 1.87). The heterogeneity was significant among the studies on current smokers (Q = 32.84, P < 0.001, I 2 = 75.6%). When the seven studies on former (versus never) smokers were combined [11, [17] [18] [19] [20] 24, 25] , the correlation with AP was marginal (RR = 1.22, 95% CI: 0.99, 1.52), and significant heterogeneity was detected across the studies (Q = 14.49, P = 0.025, I 2 = 58.6%).
Smoking and CP
Nine studies that included 1,490 patients investigated the correlation between smoking and the development of CP (Fig 3) [ [8] [9] [10] [11] [12] 15, 19, 20, 22] . Study data were collected from 1991 to 2010. The meta-analysis of eight studies on ever (versus never) smokers revealed a positive correlation between smoking and developing CP (RR = 3.00, 95% CI: 1.46, 6.17); however, significant heterogeneity was detected among the studies (Q = 58.65, P < 0.001, I 2 = 88.1%). Six studies reported RRs on the development of CP for current and former smokers [9, 12, 15, 19, 20, 22] . The summary RRs were 2.72 (95% CI: 1.74, 4.24) for current smokers and 1.27 (95% CI: 1.00, 1.62) for former smokers. Significant heterogeneity was found for the current smokers (Q = 12.70, P = 0.026, I 2 = 60.6%), whereas no significant heterogeneity was detected for the former smokers (Q = 6.56, P = 0.435, I 2 = 0.0%).
Smoking and pancreatitis
Because abundant evidence now indicates that AP and CP are manifestations of the same disease process [26] , we also included studies that combined AP and CP into one single outcome (pancreatitis) for analysis. Five studies, which included 660 patients, investigated the correlation between smoking and the development of pancreatitis (Fig 4) [6, 7, 14, 16, 26] . Study data were collected from 1982 to 2014. The summary RRs of the five studies for ever (versus never) smokers was 1.73 (95% CI: 1.18, 2.54), and the heterogeneity was not significant (Q = 6.58, P = 0.16, I 2 = 39.2%). The pooling of four studies [6, 14, 16, 26] that evaluated current (versus never) smokers also revealed a correlation between current smoking and pancreatitis (RR = 1.67, 95% CI: 1.03, 2.68). There was no significant heterogeneity among studies (Q = 5.66, P = 0.129, I 2 = 47.0%). The meta-analytical results for three studies [6, 14, 16] associated with former (versus never) smokers yielded an RR of 1.56 (95% CI: 1.16, 2.11). No significant heterogeneity was detected across the studies (Q = 1.34, P = 0.513, I 2 = 0.0%). 
Dose-response analysis
Three studies (two case-controls and one cohort) were eligible, i.e., they contained the required data for a dose-response analysis [11, 13, 17] . As shown in Fig 5, the pooled results indicated that a 10 cigarettes/day increment was significantly associated with a 69% increase in the risk of AP (RR = 1.69, 95% CI: 1.37, 2.07). Significant heterogeneity was found between studies (Q = 6.74, P = 0.034, I 2 = 70.3%); however, the heterogeneity became unremarkable when the cohort study was excluded (Q = 0.82, P = 0.364, I 2 = 0.0%).
Subgroup analysis
The summary RRs of the subgroup analyses based on study characteristics are presented in Table 3 . For AP, the meta-analysis results were non-significant in some strata when data were stratified by region (USA), design (case-control), source (hospital), and etiology (postendoscopic retrograde cholangiopancreatography pancreatitis, PEP). Moreover, the subgroup analysis based on etiology (non-PEP/PEP) reduced the heterogeneity of the correlation between smoking and AP (S1 Fig). However, the results did not differ significantly in the CP and pancreatitis groups.
When we limited the analysis to studies that controlled for alcohol consumption or used patients with alcoholism as a control group, the summary RRs remained significant in the AP, CP, and pancreatitis groups.
We considered that dose differences might contribute to the observed heterogeneity of the results. Thus, another analysis was performed using categories that defined cigarette consumption per day. Seven studies reported that the development of AP [11, 13, 17, 20] , CP [11, 12, 20] or pancreatitis (AP and CP combined) [6, 14] correlated with cigarette consumption. For AP, there was no heterogeneity detected for patients who smoked 1-10 or 11-20 cigarettes per day, whereas severe heterogeneity was found for those who smoked 1 pack (1 pack = 20 cigarettes) per day (Q = 18.34, P < 0.001, I 2 = 83.6%; Table 4 ). There was also a significant doseresponse relation in current smokers: the RR was 1.69 (95% CI: 1.37, 2.07) for patients smoking <1 pack per day and 3.35 (95% CI: 2.38, 4.73) for patients smoking 1 pack per day. The subgroup analysis based on gender indicated a significant correlation between smoking and CP for both sexes. The significantly greater RRs for male patients with CP were 5.62 (95% CI: 2.58, 12.25) for ever smokers and 7.15 (95% CI: 4.60, 11.11) for current smokers. The RRs for female patients were 1.79 (95% CI: 1.22, 2.64) and 2.53 (95% CI: 1.76, 3.64) for ever and current smokers, respectively.
Publication bias
There was no evidence for a significant publication bias: for AP, P = 1.000 using the Begg's test and P = 0.577 using the Egger's test; for CP, P = 0.621 using the Begg's test and P = 0.989 using the Egger's test; for pancreatitis, P = 0.327 using the Begg's test and P = 0.782 using the Egger's test. Therefore, the summary estimates were not substantively affected by publication bias (Fig 6) . 
Smoking and Pancreatitis
Discussion
To our knowledge, this systematic review and meta-analysis represents the first attempt to summarize recent studies investigating the impact of cigarette smoking on the development of pancreatitis. We included 22 studies that comprised 4,831 cases of pancreatitis. Our main finding was that both ever and current smokers had higher risks of developing pancreatitis compared with never smokers. Moreover, this causative relationship was verified by the reduced or eliminated risk after smoking cessation. In comparison with current smokers, the risk of pancreatitis decreased for those who were former smokers. Also, a significant correlation between smoking and CP was observed for both sexes, whereas the trend of developing CP was more pronounced for males. This finding raises the possibility of an interaction between gender and risk. Moreover, cigarette smoking was found to be associated with AP development in a dose-response manner. The likelihood of developing AP was increased in participants who smoked 1 pack per day over those who smoked <1 pack per day. Additionally, each increment of 10 cigarettes/day added an additional 69% risk of developing AP (Table 3 and Fig 5) .
Our results have substantial clinical and public health implications. To date, the number of habitual smokers is increasing despite numerous anti-smoking campaigns [42] . Also, cigarette smoking affects the age at diagnosis and exacerbates the disease. It may also accelerate the progression towards cancer for patients with hereditary pancreatitis who are at an increased risk of developing pancreatic carcinomas [43] . The awareness of cigarette smoking as a potential risk factor for developing pancreatitis would allow preventive measures for high-risk patients and would support the proactive implementation of preventive strategies. Therefore, early education on the benefits of smoking cessation should be the responsibility of clinical physicians who have patients with pancreatitis. Moreover, physicians who realize the risk of pancreatitis for smokers will be able to help patients and their families understand the potential benefits of smoking cessation on outcome.
An important attribute of this study is that the quantitative risk assessment for pancreatitis was controlled for alcohol consumption. Nicotine can induce pancreatic damage and upregulate intracellular calcium release and/or impair pancreatic blood flow. Additionally, gene expression levels in the exocrine pancreas are altered by nicotine absorption, thus affecting the ratio of trypsinogen to its endogenous inhibitor [28] [29] [30] . Although previous experimental studies have demonstrated that smoking can lead to pathological and functional changes in the exocrine pancreas, there is still an argument against the role of cigarette smoking in pancreatitis development given that smokers also often consume alcohol [9, 31, 44] . Indeed, the role of smoking may be attenuated if alcohol consumption acts as a primary risk factor in the incidence of pancreatitis. However, the RR for both AP and CP remained significant and varied little after we separately analyzed studies that reported the alcohol use-adjusted RR or employed data for patients with alcoholism only. Therefore, strong evidence has been provided for the role of smoking in the causation of pancreatitis.
Another major strength of our meta-analysis is that we used more restricted study inclusion criteria and reported RRs for AP, CP, and pancreatitis (AP and CP combined as a single outcome) separately. A previous meta-analysis of 12 studies that solely investigated the correlation between smoking and CP revealed a role for smoking in CP development [31] . However, this meta-analysis was limited by the inclusion of a study that included cases of AP and studies that did not differentiate between AP and CP [6, 7, 14, 16] . These limitations could distort the correlation and might lead to biased conclusions. To avoid such limitations, we excluded these studies and updated information regarding the correlation between smoking and CP, including nine studies of CP.
There was significant heterogeneity among certain results. The included studies were heterogeneous according to study region, design, source, etiology, and duration of follow-up. We used a random-effects model, which assumed that the true effects were normally distributed, and more weight was assigned to small-sized studies compared with in the fixed-effects model [45] . Subgroup analyses were also conducted to address heterogeneity (Table 3) . Subgroup analyses of AP based on etiology (PEP versus non-PEP) reduced the heterogeneity in all categories of cigarette smoking. Two of the PEP studies showed an inverse relationship compared with the non-PEP studies [18, 25] . Nicotine may activate the nicotinic anti-inflammatory pathway, thereby reducing pancreatic inflammation [18, 25] . Nicotine also relaxes the Sphincter of Oddi dysfunction in experimental models, which reduces sphincter spasms and obstructions and may also have direct protective effects by reducing secretagogue-evoked cell necrosis in dispersed pancreatic acini [18, 25] . Thus, we propose that the etiology of AP may have contributed to the heterogeneity. The RRs of ever smokers for both AP and CP were significantly heterogeneous, whereas for current and former smokers the heterogeneity was less remarkable or not present. This could be due to the inconsistent definition of ever smokers among the various articles we assessed and inconsistent reporting of the details of exposure. Another important source of heterogeneity was the contribution of dose differences. Therefore, we performed an analysis based on the cigarette consumption. However, data were only available for the AP group (Table 4) . Most CP and pancreatitis studies did not specify the dose exposure differences.
As with all meta-analyses of observational studies, our results have certain limitations. First, the lack of uniformity in the categories of cigarette smoking was probably a weak point across the included studies, and certain smokers may have been misclassified because smoking exposure was not updated during the follow-ups. Second, a dose-response analysis could be conducted only for the AP group because exposure details were lacking for the other groups. Thus, we could only calculate the incremental changes in AP risk per 10 cigarettes smoked. Third, the majority of studies included in this meta-analysis were case-control studies, which are more susceptible to selection and recall bias. Fourth, the duration of smoking exposure should be considered as an important factor in the development of AP or CP. Consequently, the incidence of AP and CP as well as the strength of the correlation may have been underestimated because the duration of smoking and initiation of smoking varied considerably among studies. Moreover, there is concern that differences in country of origin, i.e., geographic differences, may have impacted the correlation between smoking and development of AP or CP. A recent prospective population-based study in Taiwan did not observe significant association between smoking and pancreatitis [26] . This supports significant differences between ethnic groups with respect to the risk of developing pancreatitis [26] . However, further exploration of potential ethnic differences is not feasible because of limited study in Asians, and thus more studies focusing on Asians are required.
In summary, the results from this meta-analysis suggest that cigarette smoking is associated with an increased risk of both AP and CP. Smoking cessation should be integrated into the management of patients with pancreatitis. Further studies, particularly of the dose-response relationship between cigarette smoking and pancreatitis, are required.
